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REMARKS 



I. Status of the Claims 

Currently claims 55-57, 59-68, 72-77, and 79-100 are under examination 
in this application. Claims 55-57, 59-64, 66-68, 72-77, 79 and 81-100 stand rejected under 35 
U.S.C. §112, first paragraph, as failing to be supported by an adequate written description for 
the phrase "chondrocyte-specific promoter." Claims 55-57, 59-64, 66-68, 72-77, 79 and 
81-100, are rejected under 35 U.S.C. §112, first paragraph, as allegedly nonenabled for their 
scope due to the phrase "chondrocyte-specific promoter." Claim 65 (dependent on claim 64) 
and claim 80 (dependent on claim 75) have been objected to as depending on rejected base 
claims. 

II. The Claimed Invention 

Applicants' claimed invention is generally directed to a transgenic rat 
whose genome comprises a nucleotide sequence encoding a constitutively enzymatically 
active human matrix metalloproteinase that cleaves Type II collagen, wherein the nucleotide 
sequence encoding the metalloproteinase is operatively linked to a regulatable promoter, and a 
nucleotide sequence encoding a repressor-activator fusion polypeptide that binds to the 
regulatable promoter in the absence of a repressor-activator fusion polypeptide-binding 
compound and does not bind to the regulatable promoter in the presence of the compound, 
wherein the nucleotide sequence encoding the repressor-activator fusion polypeptide is 
operatively linked to a promoter that drives expression at a higher level in chondrocytes in 
comparison to other cells. Applicants' claimed invention is also generally directed to a 



method for producing degradation of Type II collagen in the joints of a transgenic rat, which 
method comprises maintaining the transgenic rat described above in the presence of the 
transcription activator protein-binding compound until adulthood, and activating expression of 
the matrix metalloproteinase in the transgenic rat by withholding the compound from the rat 
after the rat has reached adulthood, such that the matrix metalloproteinase degrades Type II 
collagen in the joints of the transgenic rat. 

III. The Examiner Has Failed To Consider All The Evidence Offered By Applicants 

To Show That The Claims Satisfy 35 U.S.C. § 1 12, First Paragraph 

A. The Examiner Has Failed To Address Various Research Articles 

Referred To In The Second Askew Declaration That Identify and Discuss 
Various Promoters That Provide Greater Expression In Chondrocytes 
Than In Other Tissues 

The Examiner alleges that there is insufficient evidence that 
"chondrocyte-specific" promoters, i.e., promoters that provide expression that is greater in 
chondrocytes than in other tissues, exist apart from the type II collagen promoter expressly 
disclosed in the specification. The Examiner maintains that the papers discussed in the 
Second Askew Declaration (submitted with the Amendment dated April 7, 2006) do not teach 
promoters that provide greater expression in chondrocytes than in other tissues. However, 
several such promoters (e.g., the promoters for CD-RAP, aggrecan, type II collagen, and link) 
and papers discussing such promoters (e.g., Dietz and Sandell (1996) J. Biol. Chem. 
271:331 1-16 (see Figures 6-7); Xie et al. (2000) Matrix Biology 19:501-09 (see Figures 2-7); 
Doege et al. (1994) J. Biol. Chem. 269:29232-40 (see Table 1); Zhou et al. (1995) J. Cell 
Science 108:3677-84 (see Table 1 and Figures 2-4); and Rhodes et al. (1991) Nuc. Acids Res. 
19:1933-38 (see Figure 4) (all of which are disclosed in the Information Disclosure Statement 
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submitted with the Amendment dated April 7, 2006)) are discussed in the Second Askew 

Declaration at pages 4-6. The Examiner fails to address these papers and the data presented 

therein; these papers/data show that promoters that direct expression at a higher level in 

chondrocytes relative to other tissues are well known in the art. 

B. The Examiner Has Failed To Address The Third Neuhold Declaration, 
Which Identifies And Discusses The CD-RAP Promoter That Provides 
Greater Expression In Chondrocytes Than In Other Tissues 

The Examiner fails to address the Third Neuhold Declaration (submitted 
with the Amendment dated April 7, 2006), but rather continues to address only the Second 
Neuhold Declaration (submitted with the Amendment dated April 30, 2002 as Exhibit 5). The 
Third Neuhold Declaration provides extensive evidence that the CD-RAP promoter provides 
expression that is greater in chondrocytes than in nonchondrocytes. Further, the Examiner 
does not address the Dietz and Sandell article (discussed above), which is reviewed by Dr. 
Neuhold in the Third Neuhold Declaration (and by Dr. Askew in the Second Askew 
Declaration), and which shows that CD-RAP is expressed only in cartilage (and is therefore 
driven by a chondrocyte-specific promoter). 

In light of the Declarations and publications of record, which 
demonstrate that numerous promoters provide expression that is greater in chondrocytes than 
in nonchondrocytes, it is respectfully requested that these 35 U.S.C. §112, first paragraph, 
rejections of claims 55-57, 59-64, 66-68, 72-77, 79 and 81-100 be withdrawn. 



IV. The Examiner Has Improperly Objected To Claims 65 And 80 

Claim 65 (dependent on claim 64) and claim 80 (dependent on claim 75) 
have been objected to as being dependent upon a rejected base claim. For the reasons set forth 
above, Applicants believe that the rejection of claims 64 and 75 is improper and should be 
withdrawn. Accordingly, it is respectfully requested that the objection to claims 65 and 80 
also be withdrawn. 

CONCLUSION 

Applicants' undersigned attorney may be reached in our New York office 
by telephone at (212) 218-2100. All correspondence should continue to be directed to our 
address given below. 
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